The neonatal immune system is believed to be biased towards T helper type 2 (Th2) immunity, but under certain conditions neonates can also develop Th1 immune responses. Neonatal Th2 immunity to myelin antigens is not pathogenic and can prevent induction of experimental autoimmune encephalomyelitis (EAE) in adulthood, but the consequences of neonatally induced Th1 immunity to self-antigens have remained unresolved.
Introduction
Over half a century ago, Owens, Billingham, and Medawar discovered that tolerance to foreign tissues can be readily induced in neonatal animals, but not in adults (Billingham et al., 1953; Burnet and Fenner, 1949; Owen, 1945) . Since then, the neonatal period has been viewed as a critical window in the development of the immature immune system during which tolerance to self or foreign tissues can be more easily induced than later in life (Billingham et al., 1953; Clayton et al., 1989; Paterson, 1958) . The cellular basis for neonatal tolerance was initially interpreted to be the result of the deletion of particular clones of antigenreactive lymphocytes, and, later ascribed to immune regulatory mechanisms (Gammon et al., 1986; McDonald and Swanborg, 1988; Swierkosz and Swanborg, 1977) . Subsequently, it was recognized that the neonatal encounter with antigen may lead to the priming and expansion of antigen-specific T lymphocytes expressing anti-inflammatory cytokine profiles that favor acceptance of tissue grafts and oppose autoimmune tissue destruction (Fadel et al., 2002; Forsthuber et al., 1996; Ridge et al., 1996; Singh et al., 1996) . Specifically, injection of protein antigens into neonates was shown to induce antigen-specific T helper type 2 (Th2) immunity to prototypic foreign or self-antigens (Th2 immune deviation) (Forsthuber et al., 1996; Singh et al., 1996) . This observation has since been confirmed in different systems and led to the view that the neonatal immune system is 
